\ < < ■ DocRef. AN1 

( ) ' ' ' { ) Appl. No. To be assigned 

JP 2004-107330 A 2004. 4. 8 



(19)B*S»SWf(JP) (12) & 13 *f I* & $R(A) (ll)ffttliift&H*4 



^B§20O4-1O7330 

(P2004-107330A) 
(43)2rSflB ¥*16*4H8B (2004.4.8) 



(51) Int. CI. 


F 1 




7-73- H (pa?) 


A61K 31/122 


A6 1 K 


31/122 


4C206 


A61P 1/16 


A6 1 P 


1/16 




A61P 35/00 


A6 1 P 


35/00 








nw* *ffi* m*m<DW 13 0 l (± 17 w> 


(21) KJjB»* 


13Si2003-298700 (P2003 -298700) 


(71) ffiJSA 


000000217 


(22) as® a 


¥J&15^8,H22B (2003.8.22) 






(31)«5fc«3=^#*| 


*SHI2002-245178 ff>2002-245178) 




mmtiis:mE/hs;ii4TS6#i o# 


(32)<f5tB 


¥j£14fp8/3 26H (2002. 8. 26) 


(74)ttJlA 


100079108 




a*a (JP) 




#g± ram jh^ 






(74) KIA 


100080953 


*mfcm3 o&ifs i awstnw 9 




#JI± ffltp 






(74)W!A 


100093861 














(71) {tiJSA 


504012066 
















m^i?xmiE^-bTB 3 - 1 ss^ 



















(54) [f6DI©«IM */^JIT8i«?&8eS!l 



(57) \wm 

imk^m t-rrvy/ ti-x^ 

SE • f-Bfi»lttU JFRft, #l;DCP (Des-y-Carboxy Pro 
thrombin) mffiffizft UCft&rCfc *) , PWMBdHS 

[aftB] 12)5 



~? — 



■its.. 




'38. 



o 



O 



(2) 



JP 2004-107330 A 2004. 4. 8 



I ft fF If * co |5 H J 

1 ] 

V y / k LX$ttXfm&tb& • B& JW . 

2 ] 

[ »** 3 ] 

MIEflf Des- v -Carboxy Prothrombin (D C P) B§ ft fF & T* S> -5 if * ^ 2 15 «c CO #J „ 
4 ] 

[Sf 5 ] 10 

mmftmmmm < p v i ) (D&±m urn -?*>5is#js4e*wsi. 

6 ] 

^ tf h i'/ V^rta^^i Lt^tfP^IrtI*ai (PVI) co $g £ jfp frj #J „ 

7 ] 

8 ] 

^tf h i/ / VSrta J* t LT£trffF*lfla*©?l38HJW.I3H. 
[ »** 9 ] 

V v./ & t LT^tfl£il£.&#trW^*&^r5r<t&#m. < kt-3P^JIIR 

ftiiai (pvi) kj$ 0 20 

[ it l o ] 
1] 

PV I co^^jrp&JSiJKitcofcfecoy-}-^ h u / v <o 4£ ffl „ 

[»#* 12] 

JIT *B Ji& ^ co I? W SJ <o « y ^ x h v co 46 ffl „ 
[W** 13] 
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jff&BflSUffi (hepatocellular carcinoma, BIT, THCCj tfrtS. ) # »* iS ^ t£ PI 
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7)^^#fF§f*W«5iaidil^ft^3g$riD^T^^-r5r t *s -sj IE 9 , 

Si#wtf*toi5iaid-a^-$ft5o 

[ 0 0 3 0 ] 

% m m i 

W i 5 Id Lt, 81^5^;^ (Randomized Prospective Controlled Study) 5r ff o 

fc„ 

[ 0 0 3 1 ] 

flf^.fe# (Patients with Hepatocellular carcinoma) © 5 lfaf#DCPl^-</l'^5 6 

0 IU/L± 9 * # t (DCPittffS) trKK^tl t L T ^ fc 0 AIR ft ffi (p 

ortal venous invasion) # 5 .ft # ^ , Id V K X It T V ^ V K M S 4- Id J; S V K R IH YE 

fflro*>5*#ttK*at*a»fe6fc*Lfc. K^^^wp^Bit^ i id^-rt*3 9-efc-5 0 
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1. wmmm 

2. &Lffi DCP levels 2* 60 IU/t> 

mmmmm 
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3. 3 * h a— ^aflft* 

5. Vitamin K ^'L 7 r V S*jtyg| 

ffFJS^?g^{- vitamin K-n ? ^ - ) 45mg3XM 

i. rtwiaum 



El 1 (4 , If ©IW7B-f t - ht-fc5„ 1 9 9 9 f 2fl*5,2 0 0 1 f 1 Ul:, 
1 2 6 A©«f«ftt^f&itftLfc, JffftSHTtt, HCCIiaLtg^Silflift 

(RFA Stf/X 14 PE IT) > WIKfSI (TAE X 14 T A I ) , 
^coiN-rtt^cote^SrtTofc, *x few A#© 5 *>, 5 A^**^»t/i^i^§ixfco 

[ 0 0 3 3 ] 

, 1 2 lAOSfli, « f£ & f& Sf? m (treated group ; n = 6 0 ) k^mffim (u 
ntreated group ; n = 6 1 ) \Z & ft b tl tc * f£ fa S¥ (4 , ffffeff CVK - I I ( fg fq * 
>T- : ^--tf^r ^^^%tM) &45mg/Bf8nS4Jit5»fi^ #MS^S¥I4 

. vk-i I tft4Shftv»Bt*S. 

[ 0 0 3 4 ] 

ilttttft (follow-up) ^ffofco igttttKttt 0- 5f5 » # \z M V , 
$t l£ 3£ (1 Sis - ) §r3-^^S(C=ffV , > (receiving ultrasonography every 3months) 
, CT^.^r-\->'$!lS5:6^^fetJ:ffV^ (CT scanevery 6 months) . ^ L T a 1 f a-f e t opro t 
eint DCP^rJi JS-v — ft K Jffl i£ U fc„ 

[ 0 0 3 5] 

'< 9 > - * I- fi S 4 M 14 B * ?, n * o fc . 
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mmm (n=6o) $mmm (n-6i) 



(HCV/nonHCV) 
BS^fl (mm) 

Child class (A/B or C) 

(mg/ai) 

AITT (Itf/L) 

t/tr h a y t*^ (%) 

HM>«t (lOVmm 3 ) 

AFP (ng/L) 

DGP (IU/L) 

PTA with/ without 

average±SD (Median) 



66 9+7.0 
36/24 
50/10 



34+05 



78+16 
108*60 



48/12 



67,3±7,5 



27/34 



1.1±0.9 

61+47 

78±14 



1539±7036 
1178*5108 



S 

.12 

.81 

.27 

.66 

.M 

.3 

.4 

,47 

,99 

.52 

.42 

.80 
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0 2 11, Aft^ WDC P l/^^W^ft«:/TtLfc/7 7-e*3 0 * H : Ft f& i¥ £r ii b , £ 
Ili^ftSSSriLtV^. IFF € teS5? <£> ^ m *5 v-> T I* , f&ffcP, *f&«8©S^l:j3^t 
, DCPU^yMiffiTlfc. O ^ , 8? S¥ <£> D C P U- A- It 1 2 £ R3 IS 13: PI « "C o 

fc ro t M L t , #ftS»©DCP U"< It ^ -* ir ti *p b fc „ 

[ 0 0 3 7 ] 

EI 3 It , P V I (Incidenceof PVI development) CO^-ftSr^Lfc^^ 7 "C fc 

3 „ S 3 I; S 1" <t 9 t , ffe Sj? I* \Z *S V> T II , P V I ± m 1 ¥ S i@ « t? It 2 % T? 9 , 
2 ^Sigmt'W: 2 3 fc 0 — 'ttfeftWl^ttWC 11, P V I 38£*|± 1 ^gilfg 30 

r- 14 2 3 % -e £> *) , 2 *p S il f£ T- It 4 7 % "C £> o tz ( P = 0 . 0 1 8 ) „ 
[ 0 0 3 8 1 

El 4 It, (Survival Rates) <D & it £ ^ L ± ? 7 7 X fo 5 „ El 4 Ir ^ i" J; 5 Ic: 

, 4. ; S : ^ltfoS^l^lci3V , «Tlt;2^Si©^"trlt6 6 % tr 9 , — ^ , # f& St 8Mc *3 i, > T 11 2 
¥Iiit'li2 8%ffcofc (P = 0. 0 4 4 ) a 
[ 0 0 3 9 ] 

##©P V I B4f , £ 5£ 14 fr ft K M S L fc „ IP*,, Cox Proportional Hazard 
model Srffl ^ X * ft , log-rank^ \Z £ <9 7E V tz 0 *P i& ® ffl P.S3 It 1 2 ± 8 £ i: L fc „ 
[ 0 0 4 0 ] 

£1±<*>I£*K: J: 9 , v K - I lUf ^gpg^-tsr ilci!), D c PifiH c c ftf 40 

*mmiz&w-t % r t *s ^ * s /t . 

SUM 2 

BP *> , 1 9 9 9 ¥3fl!i^2 0 0 1 ^3fll:, fffiWflajSt^»f$tb, B.O, 

mmc t \zx &£.\zmw.. (.t-itt±ti3ffi$)i&) t mm £ nit^m (6iM) & ^ ^ i- y - l 

, h D I D#-§-3fe^0SM£ VK - I I ffi $St £ # & 4- 3¥ ( *t 

i») «o 2 m \z & if , S-S-WmriVK-l I S4 »J ( fffi B D p £ ^ 7 T - ; ^ - f -f « * £ 4fc SH 
) Sr45mg/Brofi^tl:tgPS4Lfc„ 3*^Sl3ig»CT*fcltMRI^ffV>, 50 
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W m it-»«IS:ittSf)l:«f|fLf:. BP *> , Kap f a n - M e i er?£ ( L o gran 
k #5 £ ) X' it mi-. ft¥£CDfc$k(DibZ>m'& (R i s k Ra t i o) £ C o x Jt #J ^ If - 

k * ? x m W b /c <, 

I 0 0 4 1 J 

iyh»-fifll4«3t*tJ:5l:6 1« ( S # 3 2 # & -5- £ 2 9 0!l ) T' ¥ *S M 

Slffll 9. 6 ^ (7-32) ffcofc, 
[ 0 0 4 2 ] 
[S3 ] 



# (M/F) 



lx>gAFP (ng/ml) 
PIVKA-n (mAU/ml) 
Jif^M (LDA/B/C) 



il±e (48-75) 

23/8 

28/3/1 



17.7±5.1 (10-30) 
1,50±0.88 (1-4) 
1 47±0.61 
(0.60-3.09) 



(8-346) 
15/16/1 



24 3±71 (13-37) 



10 



64.5±6.7 (45-74) 

18/11 

26/2/1 



19.4±6.9 (10-38) 
1.48±0.74; (1-3) 
1,72±0.91 

(0.48-3.88) 
70 3± 104,1 

(7-417) 
13/15/1 
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JT«©l?«Sf ^^tftfcir^, 1 f? 38 * tf* (VK-I I fi#S) : ( *t flg 8$ ) = 30 
12. 5%: 55. 2%, 2*S«$i'' (VK-I I : (»I») = 39. 6% 

: 8 5. 5%-t-fcofco :©:H>f>, iff mmn mm & . vk-i is^sce^t 

, *f JK S¥ t= It U X m M Mi ©J $ tt . . 
[ 0 0 4 3 ] 

05ii, sfmwmm^i (50%ai©j) cjttsvK-i i s#ro^*s:*Lfc^77-e 
& -5 o 0 5 ir ^ -r i 5 Id , 50%i^itroiBll, v k - I i 6 ^-it-feo 

fc <D IZ ft U , tt mm X 1 0 >r M X' o tc 0 
[ 0 0 4 4 ] 

**fct:5, (VK-I Ift*S) : ( M m m ) = 7 . 1 % : 6 1 . 5 % 40 

, 2^S^^/J5 (VK-I I : ( » flg » ) - 37. 8%: 87. 2%T'fcofc 0 

HC VSSJCKofcS^lcfe^-Ct^ ffjlWggfff^^tt, VK-I I ft 

#p ir *5 t , mm miz tt l t *r & i= «j *j $ n & . 

0 6 14, tff B 3§ » ftj (5 0%Si) CSt5 VK - I I #i * fl| S 3* & K *3 V > T . 

HCVJm0iJlrPIofc^-g-O^*Sr^Lfc^97T*fo?)„ I6t:^ti 5 0%fflJ 

T* 03 JH RQ (± , VK-I I g # S¥ X- 2 6 M X tb o, 7t <D \Z ft U , »I»T?I11 0 T? fc o 

[ 0 0 4 5 ] 

E] 9 14 , Co xJtW^f-K*5 f /H:totS*feR©*5ll^ (R i s k Ra t i 
o = RR) Sr«|«fbfc^*Sr^Lfc|g|Tfc5 0 @ 9 U: 1" J; 5 K , Jff $5 ?f $g <£> R i s k 50 
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R a t i o 14 . *f m m £ 1 t b tz. m ^ , V K - I lS4#liO. 3 2 9 ifi3»Wlt 
. ft in", H C V ffi #J lC Pg £ £ , VK-I Ift4l:i!)0. 210i49, »5^(0 1 

1 0 0 4 6 ] 

07 14, flf &f?3§jrpffl ( 5 0 %*P«J) l:Mt5VK- I I»-S«>Sb*?*»K»K:*Sl^-C 

, mmwmm ^ m^^tcm^<Di^ ^ Ltz ^ v y X- h (vk-i i ft : 2 9M, # 

ft # » : 2 2 «»J ) „ * fc , B8U, fifSB^ttffl ( 5 0 % ffl] ffl ) CMtSVK - I I ft # 
6*fl«rt««*W£(ftv*fc»-&roi|£*$:^-r^77-Cfc-5 (VK-I I 
ft # S¥ : 3 1 #] , 2201J) . 07&U«Bl8fc*i-J:5k:, ^ tl b ©i^ |I t ff 

&<Dmmmtm\±. VK-I I ft-S-SUc&^T , #H8»fc it L T # « lr £p f&l £ ttfc. 10 
[ 0 0 4 7 ] 

0 10(4, j&««lt»*«fl:*5lt5DC PSr#«rLfcfi*S:iSLfc^77tf*5 0 Ell 

0 \z -r ± 5 1- , vk-i 1 ft -s- if © s % en -e 14 , t^tDCPinttt-, b>j # ffl t> tt < 

[ 0 0 4 8 ] 

*SC#5VK - I I <75fff*£6ffljl&05§ffl • *s»U:Hi-Sf£ffl«rin vitro T W36 L fc. 
§fflt6ln^i-5f^fflt LTI4, H e p G 2 mm k b V ? /u?- ^ ys<— £ ffl ^ invasion 
assayfC T*£f* L /d „ -?T 05 * , VK-I I WlJHUU >) ISftS^t-? H) I 
ig l,tz.MM<0&&m'p-r 5 r £ jJSfiSB £ tltc 0 «E»IBfcHi--5flsffli:L.T:tt, VK-I I 
<75, fcfflJlS^-r h y * X gflii (NMP) 05 5§ 5. fcf"t" 3 f^ffl In O V"> T Westernblotft iz 20 

1 •) ^W?:tTo t„ JffH&$Bfl£{CVK-I 1 tiJlLfcl^WNMP - lRO'NMP-3ffl 

^y/^f S^ri^fci r 5> =t <d & m. * s » ffl $ ft r v -5 r. t # # a* 0 ^ o m tr 4 9 

, invitroCD ^ — * t? $> 5 # , VK-I I 14 Jjf & $3 Jj& 05 g ffl • & ^ £ jfp frj b T ^ 5 <b 05 t 

[ 0 B w fS5 * 4 tft ^ ] 
[ 0 0 4 9 ] 

[Ell] 0114, .ft^WilSiJ^n-^-r-HT'fc-S., 

[02] 02 14, iflliiODC P U"</KOf ft«r^Lft.^7 7t'S)5 0 
[03] 03 14, PVI<084$OlJ£J*Lfc^7 7ffc5„ 

[04] 04 14, jtSr^Lfc^77t*fe5„ 30 

[05] 05 14, ffF f? 3! JTp ffl (5 0»/,ff«) l:Jtt5VK - I Ift^05^)mS:^L.fc^ 
7 -7 T* 5 o 

[06] 06 14, fff « I? 31 Jfp ffl (5 0»/,Bf) CMt5 VK - I Ift-5-©3bSfllBf*SfcK: 
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positive liver cancer and is an occurrence inhibitor of tumor infiltration in portal vein. Also, the hepatic disease- 
treating and preventing agent containing the menatetrenon as the active ingredient exhibits a marked effect for 
improving prognosis after the treatment of the hepatic cancer, and also an excellent effect as a relapse inhibitor 
of the cancer. Further, the hepatic disease-treating and preventing agent containing a vitamin K as the active 
ingredient is provided. 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not reflect the original precisely. 

2. **** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



CLAIMS 

[Claim(s)] 
[Claim 1] 

The liver disease therapy and preventive which contains menatetrenone as an active principle. 
[Claim 2] 

** according to claim 1 said whose liver disease is hepatic carcinoma. 
[Claim 3] 

** according to claim 2 said whose hepatic carcinoma is Des-gamma-Carboxy Prothrombin (DCP) positivity 
hepatic carcinoma. 
[Claim 4] 

** given in claim 1 which improves the prognosis after a hepatic-carcinoma therapy thru/or any 1 term of 3. 
[Claim 5] 

** according to claim 4 which is a generating inhibitor of the neoplasm infiltration (PVI) in a portal vein. 
[Claim 6] 

The generating inhibitor of the neoplasm infiltration (PVI) in a portal vein which contains menatetrenone as an 
active principle. 
[Claim 7] 

The survival rate improvement agent after the hepatic-carcinoma therapy which contains menatetrenone as an 
active principle. 
[Claim 8] 

The recurrence inhibitor of the hepatoma which contains menatetrenone as an active principle. 
[Claim 9] 

The prevention approach of the neoplasm infiltration (PVI) in a portal vein characterized by carrying out 
effective dose administration of the physic which contains menatetrenone as an active principle at a patient. 
[Claim 10] 

Recurrence restrainning of the hepatoma characterized by carrying out effective dose administration of the 
physic which contains menatetrenone as an active principle at a patient. 
[Claim 11] 

Use of the menatetrenone for generating inhibitor manufacture of PVI. 
[Claim 12] 

Use of the menatetrenone for recurrence control of the hepatoma. 
[Claim 13] 

The liver disease therapy and preventive which contains vitamin Ks as an active principle. 
[Translation done.] 
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* NOTICES * 
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DETAILED DESCRIPTION 



[Detailed Description of the Invention] 

[Field of the Invention] 

[0001] 

the liver disease therapy agent to which this invention makes menatetrenone an active principle — it is related 
with a hepatic-carcinoma prognosis improvement agent in more detail. 
[Background of the Invention] 
[0002] 

The prognosis is very poor, once it is known that a hepatoma ("HCC" is called hepatocellular carcinoma and the 
following.) patient will cause portal vein infiltration ("PVI" is called Portal Venous Invasion and the following.) to 
high rate and PVI occurs. It is known that the high price of Des-gamma-Carboxy Prothrombin ("DCP" is called 
hereafter.) in a HCC patient is closely connected with subsequent PVI progress (nonpatent literature 1 
reference). It is the prothrombin without normal coagulation activity called DCP also with PIVKA-II 
(Proteinlnduced by Vitamin K Absence or Antagonist) here. Vitamin K ("VK" is called hereafter.) It is protein 
which increasing in the situation which ran short is known and is used as a marker of lack of VK, and the 
absorption failure of VK. Moreover, it is a vitamin K to HCCcell line of that the DCP value of a blood serum will 
fall if VK is prescribed for the patient to a DCP high price HCC patient (nonpatent literature 2 reference), and 
the DCP production by in vitro. - II ("VK-Il" is called hereafter.) Controlling [ growth of a cell ]-by prescribing a 
medicine for the patient ** is reported (nonpatent literature 3 reference). 
[0003] 

However, the clinical data about that generating of PVI can be controlled and the thing a prognosis is [ a thing ] 
improvable with hepatoma recurrence control were not yet taken by medicating the patient after a HCC therapy 
with VK-II. 

[Nonpatent literature 1] Koike Y. Cancer 2001;91:561-9 
[Nonpatent literature 2] Cancer 1992;69:31-8 
[Nonpatent literature 3] Hepatology 1995;22:876-82 
[Description of the Invention] 
[Problem(s) to be Solved by the Invention] 
[0004] 

Then, this invention aims at offering the outstanding liver disease therapy preventive. 

[Means for Solving the Problem] 

[0005] 

This invention finds out controlling the recurrence after a therapy of hepatic carcinoma for the first time in that 
administration of the oral VK-II pharmaceutical preparation to a DCP production HCC patient contributes to the 
PVI generating control and the prognosis improvement after a HCC therapy, and a list, and they make it 
[0006] 

The above-mentioned purpose is attained by the liver disease therapy and preventive which contains 

menatetrenone as an active principle. 

[0007] 

According to the desirable mode of this invention, in said therapy and preventive, it is characterized by said liver 

disease being hepatic carcinoma. 

[0008] 

According to the desirable mode of this invention, in said therapy and preventive, it is characterized by said 
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hepatic carcinoma being Des-gamma-Carboxy Prothrombin (DCP) positivity hepatic carcinoma. 
[0009] 

According to the desirable mode of this invention, in said therapy and preventive, it is characterized by improving 

the prognosis after a hepatic-carcinoma therapy. 

[0010] 

According to the desirable mode of this invention, said therapy and preventive are characterized by being the 

generating inhibitor of the neoplasm infiltration (PVI) in a portal vein. 

[0011] 

Moreover, the above-mentioned purpose is attained by the generating inhibitor of the neoplasm infiltration (PVI) 

in a portal vein which contains menatetrenone as an active principle. 

[0012] 

Moreover, the above-mentioned purpose is attained by the survival rate improvement agent after the hepatic- 
carcinoma therapy which contains menatetrenone as an active principle. 
[0013] 

Moreover, the above-mentioned purpose is attained by the recurrence inhibitor of the hepatoma which contains 

menatetrenone as an active principle. 

[0014] 

Moreover, the above-mentioned purpose is attained by the prevention approach of the neoplasm infiltration 
(PVI) in a portal vein characterized by carrying out effective dose administration of the physic which contains 
menatetrenone as an active principle at a patient 
[0015] 

Moreover, the above-mentioned purpose is attained by the recurrence restrainning of the hepatoma 
characterized by carrying out effective dose administration of the physic which contains menatetrenone as an 
active principle at a patient 

Moreover, the above-mentioned purpose is attained by use of the menatetrenone for generating inhibitor 

manufacture of PVI. 

[0016] 

Moreover, the above-mentioned purpose is attained by use of the menatetrenone for recurrence control of the 

hepatoma. 

[0017] 

Furthermore, the above-mentioned purpose is attained by the liver disease therapy and preventive which 

contains vitamin Ks as an active principle. 

[0018] 

The menatetrenone content liver disease therapy agent concerning this invention is excellent in the generating 
depressor effect of liver disease and PVI [ especially as opposed to DCP positivity hepatic carcinoma ], and 
excellent in the improvement effect of the prognosis after a hepatic-carcinoma therapy. Furthermore, the 
menatetrenone content liver disease therapy agent concerning this invention is very useful to the recurrence 
control after the therapy of hepatic carcinoma. 
[Effect of the Invention] 
[0019] 

The menatetrenone content liver disease therapy agent by this invention is excellent in the generating depressor 
effect of liver disease and PVI [ especially as opposed to DCP positivity hepatic carcinoma ], and excellent in 
the improvement effect of the prognosis of a hepatic-carcinoma therapy agent 
[0020] 

Furthermore, the menatetrenone content liver disease therapy agent by this invention is very useful to the 
recurrence control after the therapy of hepatic carcinoma. 
[Best Mode of Carrying Out the Invention] 
[0021] 

Although an example is shown and this invention is hereafter explained further to a detail, this invention is not 

limited to these. 

[0022] 

From the chronic hepatitis which is the object of this invention, and liver cirrhosis, once hepatic carcinoma 
carries out oncogenesis and carries out oncogenesis to high rate, it will recur to the high rate after a therapy. 
For example, it becomes liver cirrhosis from hepatitis C or hepatitis B, and there is a case which recurs after 
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neoplasm excision. According to the liver disease therapy agent of this invention, the prognosis after such a 
hepatic-carcinoma therapy can be improved very effectively (namely, prevention or the therapy of a recurrence). 
Moreover, generating of PVI which is one of the recurrence gestalten of hepatic carcinoma with a poor prognosis 
can be controlled very effectively. 
[0023] 

The menatetrenone used by this invention is chemical name 2-methyl-3-tetra-prenyM,4-naphthoquinone (2- 
methl-3-tetraprenyl-1, 4-naphthoquinone), and the structure expression is shown below. 
[0024] 
[Formula 1] 




Menatetrenone is a yellow crystal or the oiHike matter, there are not a smell and a taste and light is easy to 
decompose them. Moreover, it hardly melts into water, what participates in the carboxylation reaction at the 
time of changing into the gamma-carboxyglutamic acid in which menatetrenone is also called vitamin K-II (VK-II), 
the pharmacological action is the protein composition process of a blood coagulation factor (prothrombin, VII, IX, 
X), and glutamic-acid residue has bioactive — it is — a normal prong — fatty tuna — liver composition of a 
bottle etc. is promoted, activation of a living body's mechanism of hemostasis is carried out, and a hemostatic 
action is discovered physiologically. 
[0025] 

The menatetrenone which is a medicinal active principle concerning this invention may be an anhydride, and may 
form the hydrate. Moreover, although a crystal polymorphism may exist in menatetrenone, it may not be limited, 
but one of crystal form may be single, and you may be crystal form mixture. Furthermore, the metabolite which it 
is decomposed in the living body and the menatetrenone concerning this invention produces is also included by 
the claim of this invention. 
[0026] 

The menatetrenone used in this invention can be manufactured by the well-known approach, according to the 
approach indicated by JP,49-55650,A, it can be easily manufactured as a typical example, and also it can also 
come to hand easily from a synthetic manufacturer. Moreover, menatetrenone can come to hand also as 
pharmaceutical preparation, such as a capsule and injections. Menatetrenone may be used for the physic 
concerning this invention as it is, or it may pharmaceutical-preparation-ize by the approach which well-known 
pharmacologically permissible support etc. blends the components (example: an excipient, a binder, disintegrator, 
lubricant, a coloring agent, correctives, a stabilizing agent, an emulsifier, absorption enhancers, a surfactant pH 
regulator, antiseptics, anti-oxidant, etc.) generally used as a raw material of drugs pharmaceutical preparation, 
and is used commonly. Moreover, components, such as vitamins and amino acid, may be blended if needed. As 
dosage forms of pharmaceutical-preparation-izing, a tablet, powder, a fine grain agent, a granule, a capsule, 
syrups, suppositories, injections, an ointment, cataplasms, etc. are raised. 
[0027] 

Moreover, in this invention, although especially the administration gestalt of menatetrenone is not limited, it is 
desirable to prescribe a medicine for the patient in taking orally. The syrups as a trade name Kaytwo capsule 
(Eisai Co., Ltd. make) and a Glakay capsule (Eisai Co., Ltd. make) can obtain as trade name Kaytwo syrup (Eisai 
Co., Ltd. make), and the capsule of menatetrenone can obtain injections as trade name Kaytwo N notes (Eisai 
Co., Ltd. make). 
[0028] 

The menatetrenone content physic concerning this invention is useful to a liver disease therapy and prevention. 



http://www4.ipdl.ncipi.go jp/cgi-bin/tran_web_cgLejje 



2005/08/22 



JP.2004-.107330.A [DETAILED DESCRIPTION] 



4/8 s<— Z> 



As a desirable dose of menatetrenone, it is 1 0-200mg/day, and is usually 30-1 35mg/day still more preferably. 

[0029] 

[Example] 

Although the example of this invention is given to below, and this invention is not limited to these examples. 
[ these ] [ instantiation ] this contractor adds and carries out various modification to the claim not only 
concerning the example shown below but this application specification — possible — this modification — this 
application — it is included by the claim. 
[0030] 
Example 1 

As it was the following, the clinical trial (Randomized Prospective Controlled Study) was performed. 
[0031] 

What has the larger blood serum DCP level among hepatic-carcinoma patients (Patients with Hepatocellular 
carcinoma) than 60 IU/L (DCP positivity hepatic carcinoma) was included as a test objective. On the other hand, 
the patient accompanied by portal vein infiltration (portalvenous invasion) and the patient who already has VK 
metabolism by VK or anti VK agent administration excepted from the test objective. The detail of a test 
objective is as being shown in Table 1 . 
[0032] 
[Table 1] 



2. mm DCP levels ^ 60 IU/L 

mrnmmm 
%, rmmrn 

s, m v l&-jy^mmk 

4. if^ify >3.0mg/dl 

5. Vitatniri KM^k W~ 7 7 ') Vl*3flg 



Drawing 1 is a patient's selection flow chart The therapy was presented with 126 hepatic-carcinoma patients 
from February, 1999 in November, 2001. As a hepatic-carcinoma therapy, the endermic cautery therapy (RFA 
and/or PEIT), the menstrual blood tubing-therapy (TAE or TAI), or the surgical resection was treated to HCC. 
Five of these patients were excepted from this candidate for an experiment 
[0033] 

Next, 121 patients were divided into the therapy group (treated group;n=60) and the non-treating group 
(untreated group;n=61) at random. A therapy group is a group to which VK-ll (trade-name Glakay: Eisai Co., Ltd. 
make) will be administered orally in a day in 45mg /after a hepatic-carcinoma therapy, and a non-treating group 
is a group which is not medicated with VK-IL 
[0034] 

The trace trial (follow-up) was performed after the hepatic-carcinoma therapy. To the outpatient, the trace trial 
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conducted the ultrasonic examination (abdomen echo) every three months (receiving ultrasonography every 
3months), and performed CT scanning and processing every six months (CT scanevery 6 months), and measured 
alfa-fetoprotein and DCP for every month by the tumor marker. 
[0035] 

Table 2 shows a patient's profile. The difference important for each clinical parameter between a therapy group 
and a non-treating group was not accepted. 
[0036] 
[Table 2] 
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Drawing 2 is the graph which showed change of the DCP level in a blood serum. A continuous line expresses a 
therapy group and the dotted line expresses the non-treating group. In after a hepatic-carcinoma therapy, DCP 
level fell in the both sides of a therapy group and a non-treating group. Then, the DCP level of a non-treating 
group increased gradually to having been almost the same for 12 months as for the DCP level of a therapy 
group. 
[0037] 

Drawing 3 is the graph which showed change of the incidence rate (Incidenceof PVI development) of PVI. As 
shown in drawing 3 , in the therapy group, the PVI incidence rate was 2% after one-year progress, and was 23% 
after two-year progress. On the other hand, in the non-treating group, the PVI incidence rate was 23% after 
one-year progress, and was 47% after two-year progress (P= 0.018). 
[0038] 

Drawing 4 is the graph which showed change of a survival rate (Survival Rates). As shown in drawing 4 , the 
survival rate was 66% after two-year progress in the therapy group, and, on the other hand, was 28% after two- 
year progress in the non-treating group (P= 0.044). 
[0039] 

The PVI incidence rate of each group and the survival rate were processed statistically, namely, Cox 
Proportional Hazard model — using — asking — log-rank — it authorized by law. The average observation 
period was made into 1 2 August [ **]. 
[0040] 

Controlling very effectively a DCP positivity HCC patients PVI incidence rate, and making a survival rate 
increase extremely, and improving the prognosis after a hepatic-carcinoma therapy notably by administering VK- 
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II pharmaceutical preparation orally, by the above result, was suggested. 
Example 2 

The following trials were performed in order to examine the depressor effect and the safety of the recurrence 
after a therapy of the hepatoma by VK-II. 

Namely, it will diagnose as the hepatoma from March, 1999 in March, 2001. And the case (61 examples) 
completely judged to be a necrosis (or curative resection) by Imaging CT after the therapy is entered. The 
patient ID number tail divided odd number into the VK-II administration group* and divided even number into 2 of 
the group (control group) non-prescribing a medicine for the patient groups for the entry case, and VK-II 
pharmaceutical preparation (trade name Glakay; Eisai Co., Ltd. make) was administered orally to the 
administration group with the dose of 45mg/day. Imaging CT or MRI was performed every three months, and the 
period to a recurrence was analyzed statistically. That is, it compared with the Kaplan-Meier method (Logrank 
assay), and the rate (Risk Ratio) with the risk of a recurrence was analyzed by the Cox proportional hazard 
model. 
[0041] 

The entry case was average observation period 19.6 months (7-32) in 61 examples (32 administration groups, 29 
groups non-prescribing a medicine for the patient), as shown in Table 3. 
[0042] 
[Table 3] 
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When the accumulation recurrence rate of hepatic carcinoma was searched for, the one-year recurrence rate 
was :(VK-ll administration group) (control group) =12.5%:55.2%, and the two-year recurrence rate was :(VK-II 
administration group) (control group) =39.6%:85.5%. From this, the accumulation recurrence rate of hepatic 
carcinoma was intentionally controlled in the VK-II administration group as compared with the control group. 
[0043] 

Drawing 5 is the graph which showed the effectiveness of VK-II administration over hepatic-carcinoma 
recurrence control (50% control). As shown in drawing 5 , the period to 50% recurrence was ten months in the 
control group to having been 26 months by the VK-II administration group. 
[0044] 

Moreover, when the accumulation recurrence rate of hepatic carcinoma was similarly searched for about the 
case where it restricts to a HCV case (example of C type liver inflammation), the one-year recurrence rate was : 
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(VK-II administration group) (control group) =7.1%:61.5%, and the two-year recurrence rate was :(VK-Il 
administration group) (control group) =37.8%:87.2%. From this, when it restricted to a HCV case, the accumulation 
recurrence rate of hepatic carcinoma was intentionally controlled in the VK-II administration group as compared 
with the control group. 

Drawing 6 is the graph which showed the result at the time of restricting to a HCV case in the effectiveness 
verification test of the VK-II administration to hepatic-carcinoma recurrence control (50% recurrence). As shown 
■ n drawing 6 , the period to 50% recurrence was ten months in the control group to having been 26 months by 
the VK-II administration group. 
[0045] 

Drawing 9 is drawing having shown the result of having analyzed the rate (Risk Ratio=RR) with recurrence risk by 
the Cox proportional hazard model. When Risk Ratio to a hepatic-carcinoma recurrence set a control group to 1, 
and VK-II administration groups are 0.329 and about 1/3 and it restricted to the HCV case especially, it was set 
to 0.210 by VK-II administration, and danger fell [ as shown in drawing 9 , ] to about 1/5. 
[0046] 

Drawing 7 is the graph which showed the result at the time of removing the example of a local recurrence in the 
effectiveness verification test of the VK-II administration to hepatic-carcinoma recurrence control (50% control) 
(VK-II administration group: 29 examples, group non-prescribing a medicine for the patient : 22 examples). 
Moreover, drawing 8 is a graph which shows the result at the time of removing the example of a recurrence for 
less than six months among the effectiveness of VK-II administration over hepatic-carcinoma recurrence control 
(50% control) (VK-II administration group: 31 examples, group non-prescribing a medicine for the patient : 22 
examples). As shown in drawing 7 and drawing 8 , the accumulation recurrence rate of hepatic carcinoma was 
intentionally controlled in the VK-II administration group as compared with the control group also in these cases. 

[0047] 

Drawing 10 is the graph which showed the result of having analyzed DCP at the time of a recurrence therapy 
before. As shown in drawing 10 R> 0, in the example of a recurrence of a VK-II administration group, altogether, 
DCP is negative, and does not have a side effect, either and the example of omission was not accepted, either. 
[0048] 

The operation about infiltration and transition of the hepatic-carcinoma cell of VK-II concerning this application 
was investigated in in vitro, invasion assay using HepG2 cell and the MATORI gel chamber as an operation over 
infiltration ability examined. Consequently, it was checked that the number of the cells which passed through the 
inside of MATORIGERU on the concentration dependence target by addition of VK-II decreases. As an operation 
about transition ability, the Westernblot method considered the operation over the manifestation of an 
extracellular matrix dialytic ferment (NMP) of VK-II. When NMP-1 at the time of adding VK-II into a hepatic- 
carcinoma cell and the protein manifestation of NMP-3 were investigated, it turned out that the manifestation is 
controlled. Although it is data of invitro, it is possible that VK-II has controlled infiltration and transition of a 
hepatic-carcinoma cell with these. 
[Brief Description of the Drawings] 
[0049] 

[Drawing 1] Drawing 1 is a patient's sorting flow chart 

[Drawing 2] Drawing 2 is the graph which showed change of the DCP level in a blood serum. 
[Drawing 3] Drawing 3 is the graph which showed change of the incidence rate of PVI. 
[Drawing 4] Drawing 4 is the graph which showed change of a survival rate. 

[Drawing 5] Drawing 5 is the graph which showed the effectiveness of VK-II administration over hepatic- 
carcinoma recurrence control (50% recurrence). 

[Drawing 6] Drawing 6 is the graph which showed the result of only a HCV case in the effectiveness verification 
test of the VK-II administration to hepatic-carcinoma recurrence control (50% recurrence). 
[Drawing 7] Drawing 7 is the graph which showed the result at the time of removing the example of a local 
recurrence in the effectiveness verification test of the VK-II administration to hepatic-carcinoma recurrence 
control (50% recurrence). 

[Drawing 8] Drawing 8 is a graph which shows the result at the time of removing the example of a recurrence for 
less than six months among the effectiveness of VK-II administration over hepatic-carcinoma recurrence control 
(50% recurrence). 

[Drawing 9] Drawing 9 is drawing having shown the result of having analyzed the rate (Risk Ratio=RR) with 



http://www4.ipdl.ncipi.go.jp/cgi-bin/tran_web - cgLejye 



2005/08/22 



JP f 200<M07330,A [DETAILED DESCRIPTION] 



8/8 ^— v 



recurrence risk by the Cox proportional hazard model. 

[Drawing 101 Drawing 10 is the graph which showed the result of having analyzed DCP at the time of a 
recurrence therapy before. 
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* NOTICES * 

JPO and NCI PI are not responsible for any 
damages caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not reflect the original precisely. 

2. **** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



TECHNICAL FIELD 



[Field of the Invention] 
[0001] 

the liver disease therapy agent to which this invention makes menatetrenone an active principle — it is related 
with a hepatic-carcinoma prognosis improvement agent in more detail. 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

LThis document has been translated by computer. So the translation may not reflect the original precisely. 
2.**** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



PRIOR ART 



[Background of the Invention] 
[0002] 

The prognosis is very poor, once it is known that a hepatoma ("HOC" is called hepatocellular carcinoma and the 
following.) patient will cause portal vein infiltration ("PVl" is called Portal Venous Invasion and the following.) to 
high rate and PVI occurs. It is known that the high price of Des-gamma-Carboxy Prothrombin ("DCP" is called 
hereafter.) in a HOC patient is closely connected with subsequent PVI progress (nonpatent literature 1 
reference). It is the prothrombin without normal coagulation activity called DCP also with PIVKA-II 
(Proteinlnduced by Vitamin K Absence or Antagonist) here. Vitamin K ("VK" is called hereafter.) It is protein 
which increasing in the situation which ran short is known and is used as a marker of lack of VK, and the 
absorption failure of VK. Moreover, it is a vitamin K to HCCcell line of that the DCP value of a blood serum will 
fall if VK is prescribed for the patient to a DCP high price HCC patient (nonpatent literature 2 reference), and 
the DCP production by in vitro. - II ("VK-H" is called hereafter.) Controlling [ growth of a cell ]-by prescribing a 
medicine for the patient ** is reported (nonpatent literature 3 reference). 
[0003] 

However, the clinical data about that generating of PVI can be controlled and the thing a prognosis is [ a thing ] 
improvable with hepatoma recurrence control were not yet taken by medicating the patient after a HCC therapy 
withVK-II. 

[Nonpatent literature 1] Koike Y. Cancer 2001;91:561-9 
[Nonpatent literature 2] Cancer 1992;69:31-8 
[Nonpatent literature 3] Hepatology 1 995;22:876-82 
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* NOTICES * 
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3.1n the drawings, any words are not translated. 



EFFECT OF THE INVENTION 



[Effect of the Invention] 
[0019] 

The menatetrenone content liver disease therapy agent by this invention is excellent in the generating depressor 
effect of liver disease and PVI [ especially as opposed to DCP positivity hepatic carcinoma ], and excellent in 
the improvement effect of the prognosis of a hepatic-carcinoma therapy agent. 
[0020] 

Furthermore, the menatetrenone content liver disease therapy agent by this invention is very useful to the 
recurrence control after the therapy of hepatic carcinoma. 
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TECHNICAL PROBLEM 

[Problem(s) to be Solved by the Invention] 
[0004] 

Then, this invention aims at offering the outstanding liver disease therapy preventive. 



[Translation done.] 



http://www4.ipdl.ncipi.gojp/cgi-bin/tran_web_cgLeije 



2005/08/22 



JP,2004-407330,A [MEANS] 



1/2 v 



* NOTICES * 

JPO and NCI PI are not responsible for any 
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MEANS 

[Means for Solving the Problem] 
[0005] 

This invention finds out controlling the recurrence after a therapy of hepatic carcinoma for the first time in that 
administration of the oral VK-II pharmaceutical preparation to a DCP production HCC patient contributes to the 
PVI generating control and the prognosis improvement after a HCC therapy, and a list, and they make it 
[0006] 

The above-mentioned purpose is attained by the liver disease therapy and preventive which contains 

menatetrenone as an active principle. 

[0007] 

According to the desirable mode of this invention, in said therapy and preventive, it is characterized by said liver 

disease being hepatic carcinoma. 

[0008] 

According to the desirable mode of this invention, in said therapy and preventive, it is characterized by said 

hepatic carcinoma being Des-gamma-Carboxy Prothrombin (DCP) positivity hepatic carcinoma. 

[0009] 

According to the desirable mode of this invention, in said therapy and preventive, it is characterized by improving 

the prognosis after a hepatic-carcinoma therapy. 

[0010] 

According to the desirable mode of this invention, said therapy and preventive are characterized by being the 

generating inhibitor of the neoplasm infiltration (PVI) in a portal vein. 

[0011] 

Moreover, the above-mentioned purpose is attained by the generating inhibitor of the neoplasm infiltration (PVI) 

in a portal vein which contains menatetrenone as an active principle. 

[0012] 

Moreover, the above-mentioned purpose is attained by the survival rate improvement agent after the hepatic- 
carcinoma therapy which contains menatetrenone as an active principle. 
[0013] 

Moreover, the above-mentioned purpose is attained by the recurrence inhibitor of the hepatoma which contains 

menatetrenone as an active principle. 

[0014] 

Moreover, the above-mentioned purpose is attained by the prevention approach of the neoplasm infiltration 
(PVI) in a portal vein characterized by carrying out effective dose administration of the physic which contains 
menatetrenone as an active principle at a patient 
[0015] 

Moreover, the above-mentioned purpose is attained by the recurrence restrainning of the hepatoma 
characterized by carrying out effective dose administration of the physic which contains menatetrenone as an 
active principle at a patient 

Moreover, the above-mentioned purpose is attained by use of the menatetrenone for generating inhibitor 

manufacture of PVI. 

[0016] 

Moreover, the above-mentioned purpose is attained by use of the menatetrenone for recurrence control of the 
hepatoma. 
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[0017] 

Furthermore, the above-mentioned purpose is attained by the liver disease therapy and preventive which 

contains vitamin Ks as an active principle. 

[0018] 

The menatetrenone content liver disease therapy agent concerning this invention is excellent in the generating 
depressor effect of liver disease and PVI [ especially as opposed to DCP positivity hepatic carcinoma ], and 
excellent in the improvement effect of the prognosis after a hepatic-carcinoma therapy. Furthermore, the 
menatetrenone content liver disease therapy agent concerning this invention is very useful to the recurrence 
control after the therapy of hepatic carcinoma. 
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DESCRIPTION OF DRAWINGS 

[Brief Description of the Drawings] 
[0049] 

[Drawing 1] Drawing 1 is a patient's sorting flow chart 

[Drawing 2] Drawing 2 is the graph which showed change of the DCP level in a blood serum. 
[Drawing 3] Drawing 3 is the graph which showed change of the incidence rate of PVI. 
[Drawing 4] Drawing 4 is the graph which showed change of a survival rate. 

[Drawing 5] Drawing 5 is the graph which showed the effectiveness of VK-II administration over hepatic- 
carcinoma recurrence control (50% recurrence). 

[Drawing 6] Drawing 6 is the graph which showed the result of only a HCV case in the effectiveness verification 
test of the VK-II administration to hepatic-carcinoma recurrence control (50% recurrence). 
[Drawing 7] Drawing 7 is the graph which showed the result at the time of removing the example of a local 
recurrence in the effectiveness verification test of the VK-II administration to hepatic-carcinoma recurrence 
control (50% recurrence). 

[Drawing 8] Drawing 8 is a graph which shows the result at the time of removing the example of a recurrence for 
less than six months among the effectiveness of VK-II administration over hepatic-carcinoma recurrence control 
(50% recurrence). 

[Drawing 9] Drawing 9 is drawing having shown the result of having analyzed the rate (Risk Ratio^RR) with 
recurrence risk by the Cox proportional hazard model. 

[Drawing 10] Drawing 10 is the graph which showed the result of having analyzed DCP at the time of a 
recurrence therapy before: 
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[Drawing 3] 
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[Drawing 4] 
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[Drawing 6] 
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[Drawing 7] 
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[Drawing 8] 
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[Drawing 9] 
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[Drawing 10] 
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